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AMENDMENT AND RESPONSE TO OFFICE ACTION 

by elevated amounts of a hormone); page 9, lines 16-17 (disease caused by abnormal 
glycosylate); page 4, lines 10-20, and page 5, line 1 (molecule is a polypeptide); page 6, lines 
26-30 (higher level of polypeptide as compared to non-diseased cells); page 17, lines 14-18 and 
page 18, lines 5-23 (specific normal cellular proteins expressed at abnormally high levels). 
Claims 5 and 6 were amended to properly depend from claim 1 , Claim 27 was amended to 
properly characterize and. limit the claimed Matkuah group and should therefore be examined. A 
copy of all of the pending claims as they are believed to have been amended is attached to this 

Amendment as an appendix. 

The present invention is directed to the surprisingly useful method of treating di seases 
wherein the cells to be killed express an abnormally elevated level of a polypeptide compared to 
normal cells, or an infectious agent protein. 

Rejection Under 35 U.S.C. § 112, first paragraph 

Claims 1-4, 14-18, 25-26, and 28-29 were rejected under 35 U.S.C. § 1 12, first 
paragraph, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one ski lled in the art that the inventor had possession of the 
claimed invention. Applicants respectfully traverse this rejection to the extent, that it is applied to 

the claims as amended . 

Claim 1 has been amended to define the disease to be treated. The disease is 
characterized by an abnormally elevated amount of a polypeptide as compared to the non- 
diseased state, or by expression of an infecti ous agent protein. The disease is sel ected from the 
group consisting of a cancer, a disease caused by a pathogen, a disease a ssociated with abnormal 
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AMENDMENT AND RESPONSE TO OFFICE ACTION 

glycosylation of polypeptides, and a disease associated with abnormally elevated amounts of a 
hormone. Claim 5 has been deleted from the pending claims. 

One of ordinary skill in the art will clearly understand what is meant by an "abnormal 
peptide" in the context of the speci fic diseases mentioned. It is generally understood by those of 
ordinary skill in the art that CTL act by killing specific (i.e. "presenting") cells in the patient. 
CTLs target and kill specific cell s. If they are admini stered to a patient they will ki l l specific 
cells within the patient to which, they are targeted. Furthermore, their very name {cytotoxic T 
lymphocytes) indicates that they kill cells. Page 24, lines 15-19, describes the lysis or 
elimination (i.e. killing) of the target cell in a particular embodiment of the invention, and the 
Examples show killing of tumor cells in a mouse model. In particular, page 5 1 , lines 12-1.4, 
specifically refers to the use of CTL to specifically kill leukaemia cells ( the target cell ). 
Addi tionally, please see the last sentence of page 58 which describes tumor cell killing. 

The Examples show the killing of presenting tumor cel ls by CTL, For example, lines 26- 
5, bridging pages 51 and. 52, show isolated CTL which are specific for the mdm 1 00 peptide 
presented by allogeneic H-2K b class I molecules. In vitro, these CTL discriminate between 
transformed and normal cells, killing specifically K b positive melanoma and lymphoma tumors 
(which present mdm 100) but not K l5 -expressing dendritic cells. In vivo, the CTL showed anti- 
tumor activity and delayed the growth of melanoma as well as lymphoma tumors in H-2 b 
recipient mice. The Applicant respectfully submits that the claims, as amended, clearly define 
and limit the scope of the claimed method and are fully supported by the specification. 
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AMENDMENT AND RESPONSE TO OFFICE ACTION 

Rejection Under 35 U.S.C §112, second paragraph 

Claims 1-8, 14-18, 25-26, and 28-29 were rejected under 35 U.S.C. § 1 1.2, second 
paragraph, as being indefinite. Applicants respectfully traverse this rejection to the extent that it 
is applied to the claims as amended. 

The Applicant has deleted the term abnormal "antigen" from claim 1 and inserted in its 
place an abnormally elevated amount of a "polypeptide". Base claim 1, as emended, clearly 
defines the m etes and. bounds of the claim ed m ethod d irected to killing cells in. a pati ent with th e 
defined, diseases characterized by an elevated, amount of a polypeptide or by expression of an 
infectious agent protein, Clear support for an abnormally elevated amount of a. polypeptide can 
be found, for example, at page 4, lines 10-20, and page 5, line 1 (molecule is a peptide); page 6, 
lines 26-30 (higher level of polypeptide as compared to non-diseased cells); page 17, lines 14-18 
and page 18, lines 5-23 (specific normal cellular proteins expressed at abnormally high levels). 
The amended claims no longer refer to mutant polypeptides. 
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Allowance of claims 1-3, 5-18, and 25-29 is respectfully solicited. 



Date: March 11,2002 

HOLLAND & KNIGHT LLP 
One Atlantic Center, Suite 2000 
1201 West Peachtree Street 
Atlanta, Georgia 30309-3400 
(404) 817-8473 
(404) 817-8588 (Fax) 



Date: March 11,2002 



Respectfully submitted, 




P&trea L. Pabst 
Reg. No. 31,284 
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EfiimW^ON OF AMENDMENTS PURSUANT TO 37 C.F.R. § 1.121 

Marked Up Version of Amended Claims 
Pursuant to 37 C.F.R. § l.12l(c)(l )(i0 
1. (Four times amended) A method of kilting cells in a patien t with, a di sease 

from the pmun consisting ^ * "nicer, a disease caused by a pafropen, a disease 
sedated with P 1 — a1 rV"^™ of aolvowti^ a d* 36850 associated with 
^nnrmdlv elevaM ^ of a hp rmnna- wherein the diseaseis characterized by expression 
[by the patient of an abnormal antigen or] of an abnormally elevated amount of a [anti gen] 
nnivncptide as compared to the non-diseased state, or by expression of an infectious agent 

protein, the method comprising 

administering to the patient a therapeutically effective amount of cytotoxic T 

lymphocytes (CTL), 

wherein, the CTLs have a different HLA class I complex (or equivalent) than the cells to 
be killed, and 

the CTLs specifical ly recognize a peptid e portion of the [abn ormal antigen or an tigen ] 
polypeptide which is abnormally elevated in patients with the disease or the infectious agent 
protein, when the peptide is presented by the HLA clasB I complex (or equivalent) on me surface 
of cells to be killed, wherein the HLA class I complex (or equi val ent) type presenting the peptide 
in the cells to be killed is not present in the CTLs to be administered to the patient, and 

the CTLs kill the presenting cells. 

2. A method, according to Claim 1 wherein the CTL are a clonal population of CTL. 
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3. (tended) A method according * Cain, 1 wherein *e CIL - — ly 

free of other cell types. 

Please cancel claim 4. 

mutant polypeptide associated with the diseased cell.. 

6 (Twice amended) A method according to Claim [4] I wherein the polypeptide is 

presalt a, « — y *— — «• - *— «* 4 10 """" 

7 (Amended) A method according . Claim t wherein the disease is a cancer. 

, Amethod according^ Cain, 7 wherein the cancer is any one of breast cancer, 

CNa ALU AMU colon cancer; glioma; a— liver cancer, pancreanc — 

cancer; neuroblastoma and melanoma. 

o. (Amended) Amethod according .0 Claim Iwhereta the disease is caused by a 

chronic viral infection.. 

10 . (amended, Amc^accordingtoCl^^whereinAevirasisselec^dterthe 

w consist of HIV, papiUoma virus, Eps.ir.Barr vi™, HTLV-1 , heparins B virus, 

hepatitis C vinos and herpes virus. 

11. A method according to Claim 10 wherein the virus is HIV. 



_ nms 102 



Received from <> at 3/1 1(02 4:03:56 PM pastern Standard Time) 




#1847 P. 015 



. MAR.l'1'2002 15:59 



U-S.S.N. 09/101,413 

SS^ 7 v!SlW OF AMENDMENTS PURSUANT TO 37 C.F.R. § M 21 

m abnormally elevated amount of a hormone. 

. t _ ^Tai-r, 1 wherein the disease is abacterial 
13. (Amended) A method according to Claim 1 wherein me 

disease caused by a chronic bacterial infection. 

]4 (tended) A m.hod according to Clair, 1 further comprising the *p of 

oftbeCTL. . , 

15 . (Antcded, AmetnodaccordingtoCWm M^-teW...*.— — . 

DNA typing. 

„ (Am ended) Ame^accordingtoaaim 14 wherein t)w cytotoxic T lymphocyte 
recognises tlae diseased cells. 

,, fended, a-w- it-— *cad— 

atleaslpan of t hes»e™o»^comainc4 

25 . (Twice A—) Amethod acconnng to Oaim I wnerein the cel.* to be W.led 

■ r,™» cell a vim-infecled cell, a bacterium infected 
ro selected from the group conartrag of. cancer cell, ™ 

M „ and . «U express an abnormally elevated amount of a hormone. 
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27. (Three <in«s amend.*) A metad according to Claim . wherein the (molecule] 
Utesm » seized from .he group consisting of eyclin Dl, cyclm E, mom 2, EGF-R, erW2, 

^eptrde associated with .he BCR/ABL translocation in CML and ALL, mutant CSM 
recpte , mutant APC mutant ItET. o«* EGFR, a polypeptide associated with PML/RARA 

We**, and in childhood acute led— human PM»™ *- »— • E > fl * B ~ 

virus proteins and HIV encoded proteins]- 

M. ( Twi=eAmende4)A ra e.nodaeoording.oaai m 1 further comprising de—g 

the HLA Class I (or equivalent) type of the healthy individual. 

29. (Amended) A method according to Claim 28 wherein the HLA class I (or 
equivalent) type is determined by DNA analysis. 
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